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2002:59305 CAPLUS , 
The Caudal-related homeodomain protein CDXi 
activates proliferating cell nuclear antigen 
expression in hepatocellular and colorectal 
carcinoma cells 

0^ Eun-Jin; Park, Jae-Hong; Cho, Mong; Lee, 
Won-Jae; Choi, Yung Hyun; Yoo, Mi-Ae 
Department of Molecular Biology, Pusan National 
university, Pusan, 609-735, S Korea 
International Journal of Oncology (2002), 20(1), 
23-29 

CODEN: IJONES; ISSN: 1019-6439 
International Journal of Oncology 
Journal 

c:?f Unes"(Solo320HSR"Ld H^Tlle) , while CDX2 does not. 
CDXl-induced PCNA expression was ^^^"^^etected^n ^^^^ 
inununoblot and =ytochem expts . results suggest 

^;;rtTo^l":vrrp?:-prl?i?e^au/e1«e ?^on proliferation through 

transact ivation of PCNA promoter activity. 
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Ectopic expression of homeodomain protein 
CDX2 in intestinal metaplasia and 
carcinomas of the stomach 
Bai, Yun-Qing; Yamamoto, Hiroshi; Akiyama, 
Yoshimitsu; Tanaka, Hiroyulci; Takizawa, 
Touichirou; Koike, Morio; Kenji Yagi, Osmar, 
Saitoh, Kiyoshi; Takeshita, Kimiya; Iwai, 
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176(1), 47-55 

CODEN: CALEDQ; ISSN: 0304-3835 
PUBLISHER: Elsevier Science Ireland Ltd. 

DOCUMENT TYPE: Journal 

^"^"The' roles of CDX2 and"cDXl homeobox genes during gastric 

carclnoganesirremain poorly defined. We have studxed the 

expression of CDXS/l in gastric cancers and 

intestinal metaplasia (IM) of 69 gastrxc carcinoma 

pattin" by inununohistochen.. J ^^.f ^ 48? a^d 47 (90%) of 

ectopically overexpressed in IM in 1^ (8=*' °* ^ 

52 cases, resp. The expression of CDX2/1 was 

i^teS in 38 (55%) and 51 (74%) of 69 gastric 

rar:i;;rar/arLdernd^nfi?as^srcr^^^ 

rs^i-'irin^fst-^? Zl in diffuse 

during IM formation and gastric carcinogenesis. 
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metastatic colorectal cancer or primary and/or metastatic 
stomach or esophageal cancer are disclosed. 
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ni^A f-^n %.\ and 5/24 {-21 %) Dukes* stage D 
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Exoresslon of the gut-enriched Kruppel-like 
factor (Kruppel-like factor 4) gene in the human 
colon cancer cell line RKO is 
dependent on CDX2 . , 

Dang, Duyen T.; Mahatan, Channxng S.; Dang, Long 
H.; Rgboola, lyabode A.; Yang, Vincent W. 
Bepar?ment of Medicine, The Johns Hopkins 
University School of Medicine, Baltimore, 
0 1205 USA 

oncogene (2001), 20 (35), 4884-4890 
CODEN: ONCNES; ISSN: 0950-9232 
Nature Publishing Group 
Journal 

fu'enriched Kruppel-Jkejjac^^^^ 

finger-contg., ^pithelial-specitic rransc f previously 

functions as a ^^PP^^^^^^^^^.f P^°3ef ifintestinal and colonic 
showed that GKLF expression is decreasea in iUL-c 

aS^nomas, resp., from multiple "^^^ .^^"^^^^^^^^ "^This study 
T^^^Lt^oj^F^islrduc^ru^ora^ieatiHi ?he\denomatous 
So if cou'(APCrSne. Lwever, -ong several human colon 
^ Qiirveved, expression of GKLF is lowe^u xu 

Une il?h wild-type APC^nd .beta.-catenin. RKO contains a 
mu?;ted aUele that encodes the putative tumor suppressor 
homfodomain protein, CDX2. We ^^ow that wild-type 
CDX2 activates the GKLF promoter and that the mutacea 

contribute to the tumor P^^notype^ REFERENCES AVAILABLE 

REFERENCE COUNT: 45 ^^f^^^^f RECORD . ALL CITATIONS AVAILABLE 

IN THE RE FORMAT 
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2001:476371 
136:51964 

CDX2 mutations do not account tor 
^^nile polyposis or ^-tz-Jeghers syndrome and 
occur infrequently in sporadic colorectal 

W^dlord-Richens, K. L.; Halford, S.; Rowan A ; 
Bevan, S.; Aaltonen, L. A.; Wasan, H.; Bicknell, 
D I Bodmer, W. F. ; Houlston, R. S.; Tomlinson, 

Molecular and Population Genetics laboratory. 
Imperial Cancer Research Fund, London, WC2A 3PX, 

British Journal of Cancer (2001), 84(10), 
1314-1316 

CODEN: BJCAAI; ISSN: 0007-0920 
Harcourt Publishers Ltd. 
Journal 

LKBl and SMAD4 genes have biiH shown recently no cause a no. 
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?-S1or^^f.rofc^^^^^^^^^ 

^^-r^xfo^^L^n^aLrLr^ric^ tati^^^^^ spora..c 
colorectal cancer We '^^^'^/f^f^^fat ions , 10 Peutz-Jeghers cases 

^Hnr-srofaPsTr^pai!^ or in any of the sporadic cancers 



REFERENCE COUNT: 



L3 ANSWER 8 OF 18 
ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



INVENTOR (S) : 
PATENT ASSIGNEE (S) 

SOURCE : 



DOCUMENT TYPE: 
LANGUAGE: 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



1^; THERE ARE 16 CITED REFERENCES AVAILABLE 
™HIS RECORD. ALL CITATIONS AVAILABLE 
IN THE RE FORMAT 

CAPLUS COPYRIGHT 2002 ACS 
2001:208293 CAPLUS 

134:247973 ^y^r^nn^-l CACNAIG polynucleotide 

T-tvpe calcium channel LAL-wi^j-v^ y / i lands 
and polypeptide and methylation ^^.^pG islands 
o? CACNAlG^nd related genes associated with 
tijmors 

^re'aohnrHoprin: university School of Medicine, 

USA 

PCT Int. Appl./ 125 pp. 
CODEN: PIXXD2 
Patent 
English 
1 



PATENT NO. KIND DATE^ 



APPLICATION NO. DATE 



90010322 WO 2000-US25479 20000914 

WO 2001019845 Al 20010322 33, BG, BR, BY, BZ, CA, CH, 

^l: f.: fu: ^, ; : : : - - n; - it II: 

- - ' i' ' ' i' si: T.: f«; f^: 
To: II: II; ^: '^: b.: kg, kz, md, Ta, 

aw: II GM, KB, .3 MW, MZ, SO, SL SZ TZ OC ZW AT. BE. CH, 
CY. DE, DK, ES, FI, FR, GB, GR, IE 1 

BF, BJ, CF, CG, CI, CM. ^A. ^GN^^GW^^^^^^^ ^ 19990915 
PRIORITY APPLN. INFO.: (CACNAIG) is provided, as are 

AB A novel T-type =*l=^"^„f^^f^ale CACNAIG has been implicated in 
polynucleotides encoding the same. ^ specifically, it has been 

cellular P'^°i"^"^^'^,?"°^^ate' of specific regions within CpG 
obsd. that the -"^thylation state P^^^^^^^^^g „ith a no of 

^p-Ufer^irve^S?sofdfrf by-^^r thr«t?hylati?n state of 
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aenes or regulatory regions assocd. therewith, including CACNAIG, as 

as kits contq! reagents for performing invention methods. 
Osina a recenUy developed PCR-based technique called methylated CpG 
island amp^mcation (MCA) , several nucleic acid mols aberrantly 
methylated in a colon cancer cell line were ^^^"^ified, on 
of which (termed MINT31) mapped to human chromosome 17q21 where 

SOCi. THFRE ARE 5 CITED REFERENCES AVAILABLE FOR 

REFERENCE COUNT: 5 ^jj^f r^^r^.a^l CITATIONS AVAILABLE IN 

THE RE FORMAT 
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DOCUMENT number: "^^^^fial expression of Ho. A5 in human colon 

^ cancer cell differentiation: a 

quantitative study using real-time RT-PCR 
,™hoR(S)- Wang, Yuxun; Hung, Carrie; Koh, Dawn; Cheong, 

A0THOR(s>). _ ^^^^^ Shing Chuan 

CORPORATE source: Department of ^-hysiology National University of 

Singapore, Singapore, 119260, Singapore 

SOURCE- int. J. Oncol. (2001), 18(3), 617-622 

CODEN: IJONES; ISSN: 1019-6439 

PUBLISHER: International Journal of Oncology 

DOCUMENT TYPE: Journal 

^r^F^f^een different hom^^bof genes were icientified from normal colon 
mucosa, untreated COLO 205 and herbimycin A treated COLO 205 cells 
Tn a degenerate primer RT-PCR screen. Several of the 
^^HrArshow^d^a^ti^L't^^a^d^rfferenU expression in normal 
co?on mucoU and undifferentiated COLO 205 -lis Hox A5 was 
recently shown to suppress growth and induce p53-dependent 
aooDtosis To det. if Hox A5 was differentially expressed 
?n differentiation of colon epithelial cells, the authors quantified 
ioxAS expression by real-time quant. RT-PCR. Expression of Hox A5 
"as 5 3- and "s-fold higher in normal colon mucosa compared to COLO 
2ol and H?-29 cells, resp., suggesting that Hox A5 expression was 
hiaher in differentiated compared to undifferentiated colon 
epithelial cells. To avoid the complexity of tissue specimens and 
the influence of individual variation in Hox A5 ^''P"^^^""' .^^^..q 
effect of differentiation on Hox A5 expression was studied in COLO 
205 ceUs treated with herbimycin A. The quant, study showed that 
HOX A5 expression was increased when COLO 205 cells were induced to 
differentiate The expression of Hox A5 was about 2-fold higher in 
i-h*^ n^lls treated for 48 h compared to the untreated ^ ^ „ ^. 
poorly-dfffefentlated cells. The present study shows that Hox A5 
may be involved in intestinal cell differentiation, in addn. to its 

OQ THERE ARE 29 CITED REFERENCES AVAILABLE 
REFERENCE COUNT: 29 ^h^r^^oRD. ALL CITATIONS AVAILABLE 

IN THE RE FORMAT 
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2001:121299 CAPLUS 

135:90622 ^ ^ ^ 

The homeobox gene CDX2 in colorectal 
carcinoma: A genetic analysis ^,^0^1- 
Sivagnanasundaram, S.; Islam, I.; Talbot, 1., 
Drummond, F.; Walters, J. R. F.; Edwards Y. H. 
MRC Human Biochemical Genetics Unit, Biology 
Department, University College London, London, 

creancer (2001), 84 (2), 218-225 
CODEN: BJCAAI; ISSN: 0007-0920 
Harcourt Publishers Ltd. 
Journal 

Acc^ulation of mutations'ln tumor suppressor genes and 
Senes has been proposed to underlie the inxtxation and 
oroaression of sporadic colorectal cancer (CRC) . Evidence 
?slccumi?ating lo suggest that the caudal homeobox gene 
CDX2 is implicated in the pathogenesis of 91^^. The 
mx2 transcription factor is expressed in intestinal 
^^heU™ and is markedly down-regulated in Rumors. 
Furthermore, Cdx2 heterozygous null ■"^«^'*^^^^°P^^^^'/3P'^ 
intestinal tumors. In this present study, the authors 

boundaries for DNA P°ly"°^Ph^sms and rare variants map 
tumors. Six polymorphisms were identified and the 

CDX2 contributes towards the progression of some sporadic 
CRC tumors. 3^ ^^^^^ REFERENCES AVAILABLE 

FOR THIS RECORD. ALL CITATIONS AVAILABLE 
IN THE RE FORMAT 
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CDX2 is downstream mediator of afl 
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The Johns Hopkins University, 
PCT Int. Appl., 27 pp. 
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Patent 
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PATENT NO. 
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" f.: fu: ^z; ^; d^k; II: It H |: ™' 
"3: ^S; |: g ^^0: g; i; : ^ 
Ss' az' vn; yu; Ia, Iw; ^; az; b?: ™; kz; md: ru Ta tm 

E: I s; s s i:||Jil l,Lr^ 

ES^^^'^hirnewrfoind- relationship permits specific drug 
screening assays as well as t;;erapeut.c^and ^^^^^^^^^ 

^p?^::ion Tn ^he ;ell of thr^X2 gene product (mRNA or 
^roteinl^s a candidate drug for treating human cancers 
with mutant APC alleles, REFERENCES AVAILABLE FOR 

REFERENCE COUNT: 9 ^SlS RECORD. ALL CITATIONS AVAILABLE IN 

THE RE FORMAT 
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Distinct expression of CDX2 and 
GATA4/5, development-related genes, in human 
aastric cauicer cell lines 
-laX — rufR5I?^g7 Akiyama, Yoshimitsu; Nagasaki, 
iSTYagi! Osmar ^enji; Kikuchi Yoko; Saito. 
Naoya; Takeshita, Kimiya; Iwai, Takehisa, Yuasa, 

Department of Surgery, Tokyo Medical and Dental 
University School of Medicine, Tokyo, 113-8519, 

Mof'^Carcinog. (2000), 28 (3), 184-188 
CODEN: M0CAE8; ISSN: 0899-1987 
Wiley-Liss, Inc. 
Journal 
English 

CDX2 is a tumor-suppressor homeobox gene „,«4-^in 
l^^^rs have distinct f-=tions in the regulatxon of 
reS?r/efa^rii/^oi^^:/^^ 

expression of gut'^evelopment-related genes CDX2/1 and 
GA?M/5/6 in 11^™ gastr.c cancer^ ^^^^ 

^^rtrlnsitton'^fon.'wKrdtffer^tfated to poorly differentiated 
^Ts l^l^'^i l^^^L-^^hf^^pr^f^t^n^f^ATM and was 
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that CDX2 and GATA4/5 may be assocd. with the 

carcinogenesis of ^he stomach. REFERENCES AVAILABLE 

REFERENCE COUNT: 24 ^|^oRD CITATIONS AVAILABLE 
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CAPLUS COPYRIGHT 2002 ACS 
2000:575060 CAPLUS 

134:276326 ^. . 

Identification of novel polymorphisms in the 

AXINl and CDX-2 genes ^ ^ ■ ■ • 

Lin, Yu-Min; Kato, Tatsushi; Satoh, Seiji. 
Nakamura, Yusuke; Furukawa, Yoichi 
Laboratory of Molecular Medicine, The University 
of Tokyo, Tokyo, 108-8639, Japan 
J. Hum. Genet. (2000), 45{4), 254-256 
CODEN: JHGEFR; ISSN: 1434-5161 
Springer-Verlag Tokyo 
Journal 

lavji;.- English 

AxiA and Cdx-2 play important roles in the identified seven 

irfr4?i-n:Ji=.'^!j.s?-™ ,.«. 

information assocd. with cancer risk REFERENCES AVAILABLE 

fSr THIS RECORD. ALL CITATIONS AVAILABLE 
IN THE RE FORMAT 
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Coionic^hlmartoma development by anomalous 
duplication in Cdx2 knockout mice 
Tamai, Yoshitaka; Nakajima, ^^^1^°' J^^^^^""^' . 
■ Tomo-O.; Takaku, Kazuaki; Seldin, Michael F., 
Taketo, Makoto M. 

Banyu Tsukuba Research Institute (Merck) , 
Tbaraki, 300-2611, Japan 
cancer Res. (1999), 59(12), 2965-2970 
CODEN: CNREA8; ISSN: 0008-5472 
AACR Subscription Office 
Journal 
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.lowly .»d tM . b.nMn ;°;%roi 5ll«... th. C.C.1 

as hamartomas after ^^'^'^h- „ 34 ciTED REFERENCES AVAILABLE 

REFERENCE COUNT: 34 ^^^g recORD. ALL CITATIONS AVAILABLE 
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gene CDX2 in colorectal 
carcinomas 

A"THOR(S): vagi, O-^^-'^j^^^^f^Jg^r^r^oIcyo Medical and 

CORPORATE source: ^^^f.x^^^^fersity Schoofo?' Medicine, Tokyo, 

-'"-'c^n^- "1999), 79(3/4,, 440-444 
SOURCE: Br^g^^ gj^AAI; ISSN: 0007-0920 

PUBLISHER: Churchill Livingstone 

DOCUMENT TYPE: Journal 

r'^Exp^ession of CDX2, f Caudal-related homeobox gene, was 

TunrtX ciecreased in colorectal -=-o^s ^^^^^^^^ • 

fn^esti^^r^den^mat^ur^oTJ^s.^^o clarify the role of 00X2 
49 sporadic colorectal fa"^"'""^ ^^hlut 

HMPrr cancers. These data indicate that CDX2 
:^r^ironry-a minor role in colorec^^ 

REFERENCE COUNT: 22 ^^^^^tHIS RECORD. ALL CITATIONS AVAILABLE 

IN THE RE FORMAT 
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129:243173 . ^ ^. 

Growth control mechanisms m normal and 
transformed intestinal cells 
Burgess, Antony W. 

Ludwig Inst. Cancer Res., Melbourne, 3050, 

Philos^'^Trans. R. Soc. London, Ser. B (1998), 
353(1370), 903-909 
CODEN: PTRBAE; ISSN: 0962-8436 
Royal Society 
Journal; General Review 

. '^y. f.1 rpfs^^^?he cells populating the intestinal crypts 

A review, with 67 refs. ine ^^■^^^^ . involves the self-renewal 

nature of the regulatory systems, and these clues 

genes such as =<l?-2 . -PP^",^° "^^^^^/^^e several intestinal 

::if sfr^ace^pro eins uch^as^thrAb fntfgen which have been used 
-^iar4^riori™therapy Many^ 

(lymphokines or gf°f ^„§f f^^iiy members. In conjunction with 
and crypto have been studied in detail, the physioi. ro 

^el^divts^on? movement, and survival, are discovered. 
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. TO this end, the phenotype of a colorectal tumor was 

previously established by partial sequencing of f^^^^f "°- °f ^J^^i 

transcripts and the genes of interest were selected by differential 

screening on high-d. filters with mRNA of colorectal 

cancer and normal adjacent mucosa. Fifty-one clones . 

f^nd over-expressed, and 23 were under-expressed in the colorectal 

cancer tissues of the 5 analyzed patients. Among the 

iSter, "ones 6G2 and 32D6 were found of particular interest, since 

they hkd significant homol. with several homeodomain-contg genes. 

The highest degree of similarity was with the murine Cdxl for 6G2, 

and with the murine Cdx2 and hamster CdxB for 32D6. Using 

a RT-PCR approach, complete sequence of both types of 

homeobox-contg. cDNA was obtained. The °^ '^^^ 

human Cdxl is 85% identical to the mouse protein, and human 

Cdx2 has 94% identity with the mouse Cdx2 and 

hamster Cdx3 Tissue-distribution anal, of Cdxl ana caxz 

mR^f showed that both transcripts were specifically expressed in 

small intestine, in colon and rectum. Twelve tissue samples from 

colorectal adenocarcinomas and the corresponding normal mucosa were 

analyzed by Northern blot. Expression of the 2 types of mRNA was 

either reduced or absent in 10 of them. Several colon- 

canoer cell lines were also analyzed. Cdx2 mRNA 

^absent from LS174T cells and Cdxl mRNA was absent in PFll, TC7 
and SW480 cells; none was detected in HT29 cells It was 
concluded that decrease in human Cdxl and/or Cdx2 
expression is assocd. with colorectal tumorigenesis . 
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patients by immunohistochemistry . CDX2/1 were shown to be 
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ectopically overexpresseci in IM in ^1 185*)^^ 48 and 47 (90%) of 
CO rX,c.f,^ resDectively. The expression of CDX2/1 was 
^tected in 38 (55%) and 51 (74%) of the 69 gastric 
^rcinomas, respectively. The histological type of the 
aas?ric carcinomas was independently associated with 
^^"xpres3ion .ut not With th^t ^f", 

^fn in^dfffis: t"yprru"airfir^eJ:?ia ed type,^astric 
carcinomas. Our results thus suggest that CDX2 and 
cm mirplay a role during IM formation and gastric 
carcinogenesis . 
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OOCUME^T number: ^-^.^L^^I^^^?^ protein CDXl activates 

"^^^= proliferating cell nuclear antigen expression in 

hepatocellular and colorectal carcinoma 

AOTHOR- Sh^EuA-Jin, Park Jae-Hong; Cho Mong; Lee Won-Jae; 

Choi Yung Hyun; Yoo Mi-Ae 
CORPORATE source: Depart.e^nt ^f «°l-^^,-3f Pusan National 

iSi™-;- -R^of i«CO^SSv. ,200. aan) 20 (1, 
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rJrSes°^ossi.ie presence o. 
'^E?ilLED SpTIOn" independent CLAXMS are also included for 
the f°ll°f ^i;,,^^ in which gene transcripts or translation 

^"'"fn%ttro1;e:hof ior confirming that a suspect cell is a 
colorectal, stomach or esophageal tumor cells by 
detecting expression of at least one of SX, CDXl or 

(b) method for diagnosing stomach (or esophageal) 
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""^''(^rme^Srfor treating metastatic colorectal, stomach or 
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SI ligand (I) and an active agent (II); 
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(e) method for radio-imaging metastatic colorectal, stomach or 
esophSaf tll^or by administering a complex compr.sxng (I) 
%r::S^d%:rfd;n?Sfying a molecular marker for 

™ Se-i^a rtiranort-r.rrr%furd. 

.etasfa^ic ^lorectal cancer - primary and/or metastatic 

'--^ut^^ad?oimrg^ef^/^rnfs^:rrnra'-c°on,ugate of ,1, and 

detectable agent. 
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^eto=;in"?iesence of disseminated cell 
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illegitimate transcriptxon-positive cells 

sample and detecting presence of mRNR 

encoding marker. 
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NOVELTY - Detecting (Ml) the ^"=^,°;^,^,^i""rUeg!timate 

^(^"detecting (M2) the presence of tissue-specific 

tissue-specific marker; _,_sence of a disseminated 

(2) detecting (M3) the P^f?^"^®^'?';^ „n^4+ cells from the 

encoding the marker detecting the presence of a 

disseminated cell marker in a sample, and for d.agnos.ng 

^^tastatic cancer by ^^^ecting the presence of a 

disseminated cell marker for cancer c^^^^^^^f 

from the primary cancer in a sample tnat uu 

express the marker (claimed) . 
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esophageal tumor cell, comprising determining 
^he?her a tumor cell expresses CDX2wherexn 
expression of 035X2 indicates that the tumor cell 
is a stomach or esophageal tumor cell; „[,o 
(3) a method (III) of diagnosing an ^"f ^^f 

^"'^ U> a kit (IV) for diagnosing an individual who has 
coloriclal stomach and/or fyophageal cancer comprising 

'"''(a) a container comprising polymerase chain reaction primers 
that selectively amplify CDX2 gene transcript or cDNA 
generated from it; and 

n\ I conral^ef comprising a PO^iti- PC^ assay control sample; 

(ii) a container comprising a negative PGR assay contro 

°^'"^^aii) instructions for obtaining and/or processing a sample; 
I i" instructions for performing a PGR diagnostic 

"'"'"'(vrShotographs or illustrations depicting a positive result 

hfn^rinrr-cimp^LLf L^^^^^^ - 
r.ra^"ont^a?^trc^omSisI;g^f P^rit^^e'-i^^^^ control 
"^'"^^Ui) a container comprising a negative imunoassay control 

'^'"'"aii) instructions for obtaining and/or P-°^«^^"^,f /^"P'^' 
Uv) instructions for performing an inrniuno-diagnostic 

cancer (claimed) . 
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"^^"oE^MLE^D^'ErR^P^^O^^^AVe^h^'u') f or"identif yin, a molecular 
Tellll.T.lf.lZ Se=ti" destination tissue or fluid, 

comprising: «„rMTia+-inn of oriqin tissue cells, 

t.e ai?lvr/;f rifanrcrip?ion^rc^"^°aL:^i:teI with terminally 
differentiated origin tissue; ^ ^^e population of 

^^.^^^^ e^^rLsion ^pr^ofile a population 

Of control . . markers which are expressed in the 

populltio^of c^^t^^ol^^rt^^r^euf ^ut not in t.e population of 
down-regulated origin cells; and markers in control 

B i ; B 

the detection of cancer metastasized from the 
nrtnin tissue to the destination tissue or fluid. 

°"^^SsE"'The'method i^-e^^^^-.^^rthr^arthyroid, sKin, brain 
metastases from colon, stomach, liver, throat, tnyro 
and luna tximors (claimed) . 
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(Kruppel-like factor 4) gene in the human colon 
cancer cell line RKO is dependent on 

^^'d T; Mahatan C S; Dang L H; Agboola I A; Yang V 
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Gut-enriched.Kruppel-li|ce factor (GKLF - "^^^ ,,,, 
finger-containing, ^pithelial-specific trans p previously 
T='^°?LrGKLnxprrs:Ln^rdtcfe:s:d'lf in?estinL and colonic 
faroLrreSectrvfly ^ro. multiple i^^^^^^ ,,,3 

'"i'=%^?^af GK^r slnrenporaS^vatiofof ?he adenomatous 
Sos rLulA^Pcf geL^'^However%n;ong several ^uraan = - 

Ln^r cell ^^^^^ ^-^.^f.^^^^^^ a 
^u^kt^d'aUele'th: 'encfdL'the^utative tuaor suppressor 

Ei^fc--^^^^^^^^^^^ 

« rtirn- ^ 
contribute to the tumor phenotype. 
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-tered^ST«^ TsS^f 20010702 

Entered Medline: 20010628 ^ are both 

LKBl and SMAD4 genes have been remains considerable 

J TDci f ami lies/cases without Known zslu^uh 

any of the sporadic cancers. Copyright 2001 Cancer 
Research Campaign. 
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FILE SEGMENT: Priority Journals 
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homeobox genes, ^"=^"^^"5 Cdx-1, Cdx-^^ expression in normal 

and Hox A5, showed a trend toward differential P 

rfessed- in°dUf:™nt!ation°of'colon epithelial cells, we 
^g-a^fifi^d HOX AS express..n_by real-ti^ 

Expression of Hox J^^^ ^^'-^ ^JV cells, respectively, 
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If Sr°e3sion":L" t:S:rircOLr20f reflslr^atfd With her.imycin 

differentiation, in addition to its role xn apoptosis. 
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.^Furthermore, Cdx2 heterozygous null -"^ce develop 
multiple intestinal tumours. In this present study, we 
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EMBASE COPYRIGHT 2002 ELSEVIER SCI. B.V. 
2001333887 EMBASE 
CDX-1 and CDX-2 are expressed in 
human colonic mucosa and are down-regulated in 
patents with Hirschsprung's disease associated 
enterocolitis. d w h 

Lui V.C.H.; Li L.; Mai Har Sham; Tarn P.K.H. 
P K.H. Tarn, Division of Paediatric Surgery, 
Department of Surgery, Univ. of Hong Kong Medical 
Centre, Pokfulam, Hong Kong SAR, Hong Kong. 
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S 0925-4439(01)00056-4 
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Journal; Article 

007 Pediatrics and Pediatric Surgery 

029 Clinical Biochemistry 

048 Gastroenterology 
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,RY LANGUAbJ!.: English 

Caudal type homeobox gene-1 and -2 (CDX-1 and CD^ 

intestinal mucosal cells and c°l°" intestinal aganglionosis, 

Hirschsprung's Disease ("^^l "'^^^"^enital intestinal g | ^^^.^^^^ 
a major developmental anomaly "^^^"^estine, which cau ^^^^^^^^^ 

intestinal obstruction, is f^f<3"«"^{y^f°"|^) remains obscure. 
Aetiology of HD-associated enterocolitis (HDEC) inefficient 
afdicti^n of gut mucosal enteroendocrine =^^^^1 

transfer of the secretory ^■™»""°5i°^"^^^t^^^eoUtis in HD patients 
cell were shown to be ^^=°"^^ed with enterocolit ^^ ^^^^^^ 

rfTuE^^-lh^if^strdrrimrL^afcfr^Lnh^^her the cL-1 and 

Senes, that control the proliferation and 
differentiation of mucosal cells, play a role in Hu reaction 
semi-quantitative --^^^.^f^-^^^P^rraSed'the expression of 
(RT-PCR) and in situ hybridisation, we aii=ijr 

CDX-1 and CDX-2 genes in colon ^P^""^"^ . f ,^^0 infants, and HD 

--:j;trfit^^:;/:i^^^^^^^ - - 

?ime that CDX-1 and CD^'^ . J^^^ nom" NEC and in HD infants, 
in the colonic mucosal «P^f^^^""„^""°^re reduced in patients with 

reserved. 
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:SvlL?"-°ILcenif;srstaices as candidate d.ugs for 

i^^^Ln^^'re^sS-xpL^sforora^rSnrproduct, 
SS^-resp^nsive gene product or CDX2-responsive 
^^porter'construct, e.g. mRNA P-^-n xs 

^''^"^KT^^LES'oEfcRIPT^O^ -''Inl'^Slr CLAIMS are also included for 
'(irameliorating the effects of APC mutants on human cells, by 

rrhel^fiX rth^f eK^^^^^^^^^ 

^^t3t"d:^="i^APc'-^ — expression 

of human 035X2 gene product, CDX2-responsive gene 
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ACTIVITY - Cytostatic. 

No biological data is given. 

MECHANISM OF ACTION - Regulator of CDX2 gene 
exoression; mediator of tumor suppressing activity, 
expression ^^^^^^ ^^^^^^ r"""'"L«r« wf?h 
drugs which are useful . treating human cancers^ith^^ 
mutant adenomatous P°lyP°"^ "^f^/^^f Preventing tumors 

or preventing the incidence of formation of tumors 

(claimed) . 
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exoression of Cdxl and Cdx2 in the developing intestinal 

enaoaeriu/cH there was intense expression of Cdx2 

patterns of Cdxl and Cdx2 protein expression during 
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2000:224763 BIOSIS 
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Alteration of HOX and CDX2 homeobox genes 
expression in colorectal cancers and 
adiacent mucosae. i „ c . 

Poupon, Marie France (1); Moll, M. E.; Arvelo F. , 
Bras-G^ncalves, R.; Flagiello, D.; Malfoy, B.; 
Sastre, X.; Girodet, J.; Dutrillaux, B. 
(1) Fac Sci Univ, Caracas Venezuela r^^r^-r 
Proceedings of the American Association for Cancer 
Research L^^^ Meeting, (March, 2000) No. 41, pp. 

Melting Info.: 91st Annual Meeting of the American 
Association for Cancer Research San Francisco, 
California, USA April 01-05, 2000 
ISSN: 0197-016X. 
Conference 
English 
English 
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Identification of novel polymorphisms in the AXIN1++ 

Lin fll\ltTr] Satoh S; NaKamura Y; Furukawa Y 
• Laboratory of Molecular Medicine, University of 

SaL^oHuMAN GENETICS, (2000) (4) 254-6. 

Journal code: CYJ; 9808008. ISSN: 1434-5161. 

Journal; Article; (JOURNAL ARTICLE) 
English 

Priority Journals 
200009 

Entered STN: 20000915 
Last Updated on STN: 20000915 
Entered Medline: 20000901 
Axin and Cdx-2 play important roles in the identified seven 

ss%rr..".^;^":;oS:.lf ?isr:"SuL.. . ..... 

for future investigations to detect losses of 
heterozygosity in tumors; these SNPs may also provide 
genetic background information associated with cancer 
risk. 
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Distinct expression of CDX2 and GATA4/5, 
development-related genes, in human gastric 

^T; r^tiaia^vr Nagasaki H; Yagi O K; KiKuchi Y; 
Saito N; Takeshita K; Iwai T; Juasa Y 
Department of Surgery, Tokyo Medical Dental 
university School of Medicine, Tokyo, Japan. 
KuLAR CARCINOGENESIS, (2000 Jul 28 (3) 184-8. 
Journal code: AEQ; 8811105. ISSN: 0899-1987. 
United States 

Journal; Article; (JOURNAL ARTICLE) 
English 

Priority Journals 
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Entered STN: 20000915 
Last updated on STN: 20000915 
Entered Medline: 20000905 
CDX2 is a tumor-suppressor homeobox gene 
involved in colon carcinogenesis, but its 

1-?- ^Lvf S°™in^i S - _ ,3en no 

-Sr?r^r:S^rri;;g"orT^"sferiiLf^f^nrfn^Ss?r;intestinal 
crcin^mas' By uling a semiquantitative reverse 

rr^sri^o^'orgSiTerefop^^n- 

GA?A4/5/6 in 11 human g^-"ic cancer cell lines^ The ^.^^ 

suggest that CDX2 and GATA4/5 may be associated with t 
carcinogenesis of the stomach. 

28 : 1R4-188 , 2000. ' 

Copyrigfit 2000 Wiley-Liss, Inc. 
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tonomaLties of Chromosome Bands 13ql2-14 in 
Childhood Acute Lymphoblastic Leukemia (ALL) (Meeting 

Heeremf Nyla; Sensel Martha; Sather Harland; Nachman 
JamesTHutchinson Raymon; Reaman Gregory; Lange 
Beverly; Steinherz Peter; Bostrom Bruce; Gaynon Paul, 

^rG'^L°B?ot;gy1e?erence Laboratory, Hughes 

^Prof^^^'M^e^t rs^c^Clin Oncol, (1999). Vol. 18, 

pp. A2181. 
(MEETING ABSTRACTS) 
ICDB 
English 
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abnomaUty in B-lineage acute l-'-^-: ^^^.^.^Lrwfth' " 
describe 36 "ses of newly d.a|nosed pe^^^ -t^^^^^^ 

''"^^^^If (19^9-1995) of the Children's Cancer Group. The 
K^iS^^'^es^^J^iients had favorab,^ 

^^-q^^^X:. £rcfdTeLrL".Le„ts of 
organomegaly. Overall, eight "^es naa including 20 with 

chromosomes); seven were hyP°diploid Of the 36 pat i ^.^^ 

result in production °fthe fusion gene TEL CT^X2 and t ^^^^^^ 
(8; 13) (pll;ql2) in ■»y^l°P'^°it^f ^^"^^Igf^SFW? both of which are 

(C) American Society of Clinical Oncology 1999. 
L5 ANSWER 19 OF 25 BIOSIS COPYRIGHT 2002 BIOLOGICAL ABSTRACTS INC. 
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ACCESSION NUMBER: 1999=321196 BIOSIS 

OOCUMENT number: ---^--1196^ ^^^^^^^^^^^ ^^^^^^ 

Hiinlication in Cdx2 knockout mice. 

2965-2970. 

ISSN: 0008-5472. 
DOCUMENT TYPE: Article 
LANGUAGE: English 

SUMMARY LANGUAGE: English raudal-like homeobox 

Snf ^r:e^^c:n^iri°c?erLociouf mfc its mouse 

homologue Cdx2 was i"^=tivated by homologous ^^^^^^^ 

^^rSir^^^m^t^r-M^ho^^^^^^^^^^^^ 

utero around implantation, the heterozygotes were 

and expressed lacZ in the caudal region in early^^ ^^y^^ ^^^^^^^ 
riirry^"trri:rfzatior:nd^"orm:^\amartomatous polyps i^ 

-tt£-^s-n Tut-r^errf - hri Z h ^h^fa^^d to 

express ?he remaining Cdx2 allele. The outpoclcet then 
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expanded as a P«tially duplicated gut but w^^^^^^ a^^^ 
hamartoma after birth. In adult mice, t progressed into 

slowly and took a benign "°"f "ears of age. Whereas the 

invasive adenocarcinomas even at years o^^^^^ epithelium did 

-^-showT^ss'ofh:?^^^^^^^^^^^ 

:Souf duSti^ttinsTfir^^^ 
contained as hamartomas after birth. 
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ACCESSION NUMBER: 1999:108555 BIOSIS 

Roberts, Irene A. G.; Goldman, John M., Cross, 
Nicholas C. P. T p.ii sch. Med,, Hammersmith 

DOCUMENT TYPE: Article 

LANGUAGE: ^"'^^i? . rpc-urrent translocation reported in 

AB The t(12;13)(pl3;ql2 is ^ ^^^^"^e have analyzed the 

a range of hematological ■"a^^'Snancies. we nave y myeloid 
molecular basis of this lesion in three patients with^^^^ 
leukemia (AML - two of whom were "nown to . ^ ^ . hybridization 

breakpoints within the ETye gene. Fluor ^^^^ disrupted 

(FISH) with ETvecosmids indicated that this g^ retained. 3' 

in the third patient, while the normal ETVb all reaction 
rapid amplification of cDNA ^j^. ^^^^[,?°i^%dentif led a novel 
(PCR) from bone marrow mRNA °f this individ^^ ^ ^ .^^^ upstream 

designed to amplify an ETV6-CDX2 fusion lae in-frame fusion 

.ajor transcripts from tj;- pat.ent^ ' and'se^ond, a . 

between axon 2 of ETV6 ^^^^^^^ sequence of unknown origin 
^sriiSdTet^n fh^srsa^f rns"fr| 

paJient'Tkther normal nor f 13) 

of 10 patients with "^^^^gene may be more widespread in 

?=ra-:^ci!;^^f rnrwi"to°regula^e%?:rs I Lmeobo. genes 
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University School of Medicine, Japan 

English 

Priority Journals 
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Entered STN: 19990324 
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Entered Medline: 19990305 
Fxoression of CDX2, a caudal-related homeobox gene, was 
foSnrto°be°decreased in colorectal c^cxnoaas^ 
Heterozygous null mutant mice devei p 

intestinal adenomatous polyps, ^o clariry tne 
'in colorectal carcinogenesis we dete™.ned^ts 
genomic structure and f^^ten hereditary 

49 sporadic colorectal fHNPCC) without 

non-polyposis -°l°^-t,f,,=^°:^: TtZl l^i^Lted a mutation. We 
microsatellite 'abx lit y^ None ^icrosatellite 
further examined 19 HNPCC carcinoma within 03X2 

instability "f,f ^"^fj^^i^e^ ^^i'c'^irsertion. Loss of . 
he^rro^^g^ofity'^af^ t in - 

CDX2 may play only a minor role in colorectal 
car cinogenes i s 
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25 EMBASE COPYRIGHT 2002 ELSEVIER SCI. B.V. 

lllllTol afdTe^gulation of the meprin .beta, gene 
in human cancer cells. 

".^^S^"Bon^d;^D;pt°1/B?;chem /Molec. Biol H171 
Pennsylvania State Univ. Coll. Med., Hershey, 
17033-0850, united States ,169-178). 
Molecular Carcinogenesis, (1999) '^^'^ 
Re f s * 3 6 

ISSN*. 0899-1987 CODEN: M0CAE8 
United States 
Journal; Article 
016 Cancer 
English 
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^as expressed in the human breast =f ^^^^"^1 Ld in the 

and SK-BR-3, in the human osteosarcoma cell line us, 
ru^afpJ crUtic cancer cell li^ -^i;;an'^fe?al Kidney 

lllls'll -nerand s^^^^^^^^^ ^^TS^^^ 

transcription-factor f "^^^^^/^^^.e^^/.i ^^^^3 CC^'enhancer- 
protein-1, P°ly°-,-^^;^f ^tfogln-recepior bl;ding sites were 
id^ntili^ra ongTith bindin^sftes for'the intestine-specific 

transcription factor. The -^^ivity of mepr.n 
promoter/luciferase reporter gene constructs transfected 

showed a phorbol "^Y'^istal f^^^ate inauc ^^^^ .639 

Ton^t^rS^c^^r^^th^f eStf fL^hL^^Stream respond to phorbol 
ester. 
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1998-193247 1171 WPIDS 

„0 9809510 A "PAB: 19980428 ^^.^^^^ having a 

Intestinal epithelimn, f /^l^^^^^t^ody to all or part of 
C.,. ^^^t^^ f iFln^iriare/Lcleic aci. ^ 

of Drosophila caudal gene Cdx2^ and (.^^ ^.^^ least 60 % 

^flJ^lfrftf to^raif aLL"ac??resiaue sequence (given .n the 

specification). altered animal is useful as a model for 

carcin^L-ortnrcfloroi^lrecursor stage of colon 

^^^^^l^^ ^s-iXative Of 
fpLdfsro^iu'n fo ^^^^^ ca.=ino»a of t.e 
colon or'^diagnosis °f f ^^^^^fusefil for modulating the 

r^cL'^r feduc: th^ spread of colon cancer xn a 
subject. (All claimed) . 
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199808 

Entered STN: 19980903 
'^st updated on STN: 20000303 

Entered Medline: 19980821 dynamic 
The cells populating the intestinal crypts are part^of^^^^y^ ^ 
tissue system which involves t^e self renewa^ differentiation, 
commitment to proliferation, / j ^^ese processes is 

movement and cell ^^^f'^^.^^are Important c^ues ?o the nature of the 
limited, but "°" f ^^tse cluel are leading to a better 

requlatory systems, and tnese uj-u 

understanding °f ^f^j;f,^ ^^fbeen described; however, homeobox 
^^^^^-:^^r^ ill several intestinal 

-^f Sce^rrfteins ^^^^ ^^^^s 
as targets for ""therapy. Many regulato^ enteroglucagon, 
or growth f^^tors) influence intestinal F.^^ cell-cell contact 

IL-2, FGF, EGF family ^ ^o scecific differentiation 

and/or ECM, these °^^"",,^^tstr?bu?ton of mitogens such as EGF, 
signals. Although the tissue distribution ^^.^^^ have been 

TGF alpha, -P^^^^^^f 'hJfiriSical -le^ of these proteins have 

studied in detail, the pnysioy mitogens and 

been difficult to determine . Clear ly^ maintenance and 

the corresponding "=^Pt°"„ff ^^ale The interactions between 
progression of the tu^ong^nic state^ Tn 

mitogenic, tumour suPP^^^^°^ effects ofmultiple lesions in 
complex, but the tun>°rigenic effects or y ^^^^ 

intestinal carcinomas involve synergistic truncation of ape 

lesions in these different systems Toget^^^ 
and activation of the ras oncogene ^^^^^^^^ . 

tumorigenesis. If are to ^"P\. i^al significance of these 
trefa^cSnrin^parttcuIar t^e ef?ec?s on cell division, movement 
and survival. 
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" xraiS .nd, the phenotyp. ol • ^T^,.'" of 

pr.vlou.ly establlshea by p.tti.1 ..qu.ncing " 

and human Cdx2 has 94% identity with the mouse 

C^2 and hamster Cdx3. Tissue-distribution analysis of Cdxl 

=r,ri rH»9 mRNA showed that both transcripts were 

specmcaTlf expressed in small intestine, in colon and rectum. 

TS:^te ttssL sLples from colorectal adenocarcinomas and the 

^-=f o? ^^^l^^^^^ "r :rof :.sent in 10 

^Rm'^as absent in PFU, TC7 and SW4 80 cells; none was 
detected in HT29 cells. It was concluded that decrease in 
human Cdxl and/or Cdx2 expression is associated with 
colorectal tumorigenesis . 
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